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Folic acid and neural tube defects
To the Editor:

The policy statement from the American College of Medical
Genetics on folic acid and neural tube defects1 singles

out the 1992 randomized controlled trial by Czeizel and Dudas2

as the “most definitive.” That characterization actually is more
appropriate for the Medical Research Council study, which was
published the preceding year.3 The factorial design of the MRC
study, coupled with its large number of pregnancies affected by
neural tube defects, allowed folic acid to be definitively pin-
pointed as the active agent and set the stage for governments in
various areas of the world to fortify the food supply. The study
by Czeizel and Dudas2 provided useful supplementary evi-
dence, but the intervention group received only a multivitamin
preparation. Being confident that folic acid was the active agent,
therefore, required knowledge of results from the MRC study.

In making its recommendations for an appropriate intake of
folic acid, the Policy and Practice Guidelines Committee did not
consider the modeled calculations published by Wald et al.4 in
2001, showing a dose-response reduction for neural tube defects
with folic acid intakes up to 5 mg/day. The authors concluded
that all women planning pregnancy would achieve greatest risk
reduction at this dose level, rather than limiting folic acid doses
in this range to high-risk women. It would be reasonable for the
committee to acknowledge this analysis.

James E. Haddow, MD
Division of Medical Screening and Special Testing

Women and Infants Hospital/Warren Alpert Medical School
of Brown University

Providence, Rhode Island
Disclosure: The author declares no conflict of interest.
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In Reply:

We thank Dr. Haddow for his comments on the guideline and
acknowledge that the Medical Research Council study

did indeed lay the groundwork for folate supplementation
and fortification.

Helga Toriello, PhD
Spectrum Health Hospitals
Grand Rapids, Michigan
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ERRATUM

MLPA as first screening method for the detection of microduplications and microdeletions in patients with X-linked mental
retardation: Erratum

In the article that appeared on page 117 of volume 9, number 2, one author name is misspelled. The seventh author should
appear as Miguel Fernández-Burriel, PhD.
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